ABSTRACT Aims/Introduction: To investigate the direct medical costs for patients with type 2 diabetes in China and to examine the influencing factors. Materials and Methods: In the present multicenter study, 1,070 patients with type 2 diabetes from 16 tertiary hospitals in 14 major cities of China were enrolled. Patient data and direct medical costs were collected during a follow-up period of 6 months at intervals of 1 month. The log-transformed direct medical costs were fitted by a generalized estimation equation to indicator variables for demographics, metabolic control, treatments, complications and comorbidities. Results: Data of 871 participants were included in the analysis. The mean annual total direct medical costs and outpatient medical costs were $1,990.20 and $1,687.20 respectively. The average costs per inpatient per admission were $2,127.10. The share of out-of-pocket for total medical costs, outpatient costs and cost per inpatient per admission were 45.4, 46.3 and 26.0% respectively. Independent determinants of total medical costs were diabetes duration, dyslipidemia and diabetic complications, such as neuropathy and nephropathy, as well as diabetes treatment, such as the use of glucagon-like peptide-1 receptor agonists. Costs showed prominent variation across centers. Conclusions: Diabetes is imposing a growing economic burden in patients with type 2 diabetes in China. Diabetes-related complications and comorbidities have a great impact on the medical costs. As different health policies, economic development and regional health inequalities also have an important influence on the direct medical cost, healthcare reform needs to optimize resource allocation in health service delivery systems, and provide more equitable and affordable healthcare.
INTRODUCTION
Diabetes mellitus is a chronic disease that lasts a lifetime, and imposes an enormous burden on patients, families, society and national healthcare systems. High blood glucose has become the third highest risk factor for premature mortality, after high blood pressure and tobacco use 1 . According to the International Diabetes Federation, 415 million people were estimated to have diabetes worldwide in 2015, and that number is expected to reach 642 million by the year 2040, with >55% of all diabetes cases occurring in Asia 2 . Globally, people with diabetes generally spent two to three times more on medical care than people without diabetes [3] [4] [5] [6] [7] [8] . Global healthcare expenditure was estimated to range from $673 billion to $1,197 billion in 2015, and this number will be projected to exceed $802 billion to $1,452 billion in 2040 2 . Over the past decade, the prevalence of diabetes in China has been increasing quickly as a result of rapid growth of the economy, urbanization, aging of the population and adoption of a Western lifestyle. The prevalence of diabetes has risen to 10.9% 9 in 2013 from 0.67% 10 in 1980. The estimated number of people with diabetes increased from 40 million in 2006 11 to 109.6 million in 2015 2 . China has become the country with the largest number of people with diabetes. In addition to the adults who currently have diabetes, a further 388.1 million people in China are estimated to have prediabetes, which greatly increases the risk of developing type 2 diabetes and is linked to the development of cardiovascular disease 9 . As a result, diabetes imposed a heavy economic, social and medical burden in China.
Over the past 20 years, the health expenditures associated with diabetes in China continued to rise significantly. There are several studies using data from the National Health Service Survey (NHSS) to estimate the direct medical costs of diabetes. Data from the first NHSS in 1993 showed the total direct medical costs of diabetes to be approximately $0.25 billion in that year, which accounted for 1.96% of the total health expenditures 12 . In 2003, data from the third NHSS showed that the number increased to approximately $2.29 billion 10 . In 2008, the estimated direct medical costs of diabetes based on the data of the fourth NHSS was approximately $8.65 billion 13 . As these studies used a top-down approach and the estimates were obtained by national statistics, only costs due to diabetes as the primary diagnosis were included. The costs attributed to complications where diabetes was the secondary diagnosis might not be fully included. Meanwhile, as diabetes contributes to many other diseases; for example, cardiovascular disease, the impact of diabetes on the cost of these diseases might also be omitted. Thus, these studies tend to underestimate the costs of diabetes. Actually, the NHSS in 2003 also showed that approximately 73% of people in rural areas who should have sought medical treatment chose not to do so because of cost 13 . Subsequently, a retrospective population-based study carried out by the International Diabetes Federation and Chinese Diabetes Society in 12 sites around China showed that China spent $25 billion a year on management of diabetes, which accounted for 13% of total health expenditures 14 . In 2009, China initiated a series of new health reforms and committed to spending an additional $125 billion in the ensuing 3 years, with the goal of provision of affordable and equitable basic healthcare for all by 2020 15 . The reforms focused on five major areas, including universal basic medical insurance coverage, the essential drug system, primary healthcare service provision, equitable public health services and public hospital improvements 16 . In the past 8 years, China has made big strides towards the goal of achieving universal coverage of basic health services for all Chinese citizens by 2020, and achieved admirable achievements including the expansion of social health insurance, the reform of public hospitals and the strengthening of primary care. The share of the population covered by social health insurance schemes increased from 15% in 2000 to >97% in 2015 17 . Outpatient visits increased by 3.6 percentage points in rural China and by 7-13 percentage points in urban China. Individuals who require treatment would be more likely to seek treatment on time without underutilization 16 . Improved access to healthcare has also led to seeking treatment at higher-level facilities, longer inpatient stays, and prescription of newer and more costly drugs. These factors, along with the increased prevalence of diabetes in China, might accelerate the health expenditure of diabetes. Thus, it is becoming increasingly important for healthcare providers, policymakers and budget planners to know the health expenditure of diabetes after the reform. As type 2 diabetes is the most common type of diabetes and accounts for 95% of diabetes, we carried out a prospective, multicenter study of patients with type 2 diabetes to assess the direct medical costs for patients with type 2 diabetes in China and to examine the affecting factors. Estimates resulting from this approach are generally thought to be more precise, but because it is expensive and time-consuming, an approach like this has never been used in China.
METHODS

Study design
We carried out an observational, prospective, multicenter study with a bottom-up design to estimate the direct costs for patients with type 2 diabetes.
Study setting
Patient recruitment and data collection were carried out in 16 tertiary hospitals throughout China (eight in the east, three in the center and five in the west of China). The selected hospitals are all located in urban regions.
Study population and data collection
The study was approved by the ethics committee of the 306th Hospital of PLA. Participant inclusion criteria for enrollment were as follows: (i) diagnosed with type 2 diabetes according to the 1999 World Health Organization diagnosis criteria; (ii) aged ≥18 years; (iii) living in the city for at least 1 year; and (iv) willing and being able to give written informed consent and complete the study. The participating centers were asked to enroll 80 patients randomly. The recruitment period started in March 2015 and lasted for approximately 2 months. Patients were recruited consecutively from each center. For each day, the first five patients meeting the inclusion criteria were included. The enrollment flow chart is shown in Figure 1 .
The patients were prospectively followed up by a face-to-face interview over a 6-month period at intervals of 1 month.
Demographic data (age, sex, diabetes duration, body mass index, household income, type of medical insurance, education and cigarette smoking) and clinical data (diabetes treatment, glycated hemoglobin [HbA1c], retinopathy, nephropathy, neuropathy, cerebrovascular disease, cardiovascular disease, peripheral vascular disease, hypertension and dyslipidemia) were collected at baseline by investigative staff (diabetologist and/or diabetes educator) at each center using a dedicated electronic case report form.
Retinopathy was assessed by a fundus examination by independent ophthalmologists. Nephropathy was diagnosed if the participant had persistent proteinuria of 0.5 g, urine albumin: creatinine ratio >30 mg/g at least twice, estimated glomerular filtration rate <60 mL/min/1.73 m 2 , was receiving renal dialysis or had a history of renal transplantation. Peripheral neuropathy was considered when the patients had the neuropathic symptoms and signs or objectively abnormal results with the Semmes-Weinstein 5.07/10 g monofilament or 128-Hz tuningfork test and without other significant disease. The diagnosis of peripheral vascular diseases was made by a history of intermittent claudication, history of previous lower limb vascular surgery, absent or reduced pedal pulses, ankle brachial pressure index <0.9 or angiography showing significant stenosis in low extremity arteries. Coronary artery disease was defined as a history of myocardial infarction, angina, ischemic electrocardiogram change, or having undergone coronary bypass surgery or angioplasty. Cerebrovascular disease was defined as a history of stroke, transient ischemic attack or revascularization procedures.
All patients were asked to keep records of outpatient visits, hospital admissions and purchase of medicines from pharmacy during the follow-up period. At every contact, the investigative staff recorded data regarding the medical costs in the electronic case report form. All the investigative diabetologists had been trained in using the electronic case report form and practiced interviewing in a central location before the study. All the data were sent to the data collection center immediately after personal collection at each center. The data were regularly monitored by two independent researchers. All patients gave their written informed consent.
Estimation of costs
In the present study, we calculated the total direct medical costs including both diabetes-related and non-diabetes-related costs for patients with type 2 diabetes. Direct medical costs included outpatient and hospitalization costs. Outpatient costs consisted of costs associated with hospital outpatient visits, medications, laboratory tests, examinations, medical devices, such as glucose meters and test strips, and other medical supplies. Hospitalization costs covered payments for hospital treatments, hospitalizations, medications, and laboratory and medical services during the inpatient episode. Direct non-medical costs, such as transportation costs and indirect costs, were not included. The total direct medical costs were estimated by the total before-subsidy charges, which is the total medical bill before any deduction for government subsidies or insurance claims. Data on private healthcare costs for the patients themselves were also included in the total direct medical costs. All costs were recorded in Chinese Yuan, and then converted into $US at a currency exchange rate of $US 1.0 = CNY 6.2 (March 2015). As data were collected for a 6-month period, per patient cost was multiplied by a factor of two to obtain annual cost per patient. 18 (GEE) model with gamma distribution and log link given the skewed nature of costs data. We further modeled annual direct medical costs as a function of a wide range of demographic characteristics, treatments and complications. All variables with coefficients significant at the P < 0.05 level were kept in the model. As the GEE with gamma distribution and log link model required original cost data to be logtransformed, coefficients and 95% confidence intervals from the model needed to be transformed back to the original scale in the form of multipliers.
For this model, the base case was determined to be the annual direct medical costs for a patient aged 58 years, diagnosed with type 2 diabetes for 8 years, treated with only diet and exercise, and with no diabetes complications and comorbidities. Because the costs for treating such a patient differed among centers, it was not appropriate to use a cost estimate from any of the centers as the base case cost. We decided to use the mean of the estimated base case costs among all of the centers. To do this, we included all of centers in the model and omitted the intercept to get the mean base case cost in each of the 16 centers, then computed the mean of the estimated mean costs in all the centers. That provided a modeled mean cost to use as the uniform direct medical cost for a base case patient. Then, to calculate cost for any other patient, the annual direct medical cost of the base case was multiplied by the cost multipliers calculated for each of demographic characteristic, treatments, complications and comorbidities for that patient. All statistical analyses were carried out using SPSS version 19.0 (SPSS Inc., Chicago, IL, USA).
RESULTS
Patient characteristics
A total of 1,070 patients consented to be enrolled in the study. Among them, 199 (19.6%) were lost to follow up. A total of 871 patients completed follow up and were included for analysis. Table 1 summarizes the main demographics and clinical characteristics for study patients. The patients were equally distributed between the two sexes (54.8% male). The mean -SD age of patients was 58.1 -11.3 years, and mean -SD duration of diabetes was 7.6 -7.2 years. Of the 871 patients, 282 (33.5%) were smokers; 448 (51.4%) had hypertension and 453 (52.0%) had dyslipidemia. Of the 94.0% patients who were taking antidiabetic medications, the majority used oral medications (52.4%), 9.5% were treated with insulin exclusively, 30.9% used both insulin and oral medications, and only 1.3% used glucagon-like peptide-1 receptor agonist (GLP-1 RA). Retinopathy, nephropathy and neuropathy were present in 180 (20.7%), 141 (16.2%) and 204 (23.4%) patients, respectively. The prevalence rates of cardiovascular, cerebrovascular and peripheral vascular disease were 21.5, 11.3 and 12.3% respectively. Table 2 provides the unadjusted total direct medical costs and out-of-pocket (OOP) payments for over all, treatments, complications, comorbidities and demographic characteristics. During the study period, 54 (6.2%) patients had 62 hospital admissions. GLP-1 RA, glucagon-like peptide-1 receptor agonist; HbA1c, glycated hemoglobin; HDL-C, high-density lipoprotein cholesterol; LDL-C, lowdensity lipoprotein cholesterol; SD, standard deviation; TC, total cholesterol; TG, triglyceride. 
Direct medical costs
Factors affecting the medical costs
At univariate analysis, annual total direct medical costs per patient were found to differ across enrolling centers, to increase with age and diabetes duration, and to be significantly higher in patients with hypertension or dyslipidemia, in those with macrovascular complications (cardiovascular disease, cerebrovascular disease or peripheral vascular disease), and in those with microvascular complications (retinopathy, nephropathy or neuropathy). To further evaluate the impact of complications, the annual total direct medical costs per patient according to the type of complications and the number of microvascular complications were analyzed. The annual direct medical costs for a patient with only nephropathy, two microvascular complications, only macrovascular or both macrovascular and microvascular complications were As only one patient in the center completed the study, the annual total direct medical costs per patient could not be calculated. GLP-1 RA, glucagon-like peptide-1 receptor agonist; IQR, interquartile range; OOP, out of pocket; SD, standard deviation.
significantly higher than the costs for patients without complications (Table 3) . Mixed results were found for costs by diabetes treatment, insurance type and education level, with no significant differences found in patients treated with oral antidiabetic agents alone when compared with patients treated with insulin alone. However, costs were higher in patients treated with insulin in combination with oral agents. No significant differences were found between patients with New Rural Cooperative Medical Scheme and patients without insurance. However, costs were higher in patients with Urban Resident Basic Medical Insurance and Urban Employees Basic Medical Insurance (UEBMI). Costs were higher in patients who had secondary education compared with patients who had college education or above. Costs were not significantly associated with sex.
For annual OOP payments per patient, similar to total direct medical costs per patient, costs increased with diabetes duration and were higher in patients with dyslipidemia, in those with diabetic nephropathy. Costs across each center also differed substantially. Costs were not significantly associated with age, sex, HbA1c, smoking status, hypertension, macrovascular disease, retinopathy or neuropathy.
Factors independently associated with annual total direct medical costs and the share of OOP costs are summarized in Table 4 . Diabetes duration, diabetes-related complications (nephropathy and neuropathy), dyslipidemia and diabetes treatments (taking GLP-1 RA, insulin alone, and both oral medications and insulin) were associated with a significant increase of total direct medical costs. Taking center 1 as the reference center, except for center 5, all other centers were associated with a significant decrease of annual total medical costs. Age, smoking status, insurance types, education level, macrovascular disease, retinopathy, diabetic foot ulcers and hypertension were not independently associated with total direct medical costs. For the share of OOP, age and cardiovascular disease were significantly associated with a lower share of OOP payments. Neuropathy was significantly associated with a higher share of OOP payments. Taking center 1 as the reference, centers 4, 6, 7, 8, 9, 11, 12, 14, 15 and 16 were significantly associated with a higher share of OOP payments, and centers 2, 3 and 10 were significantly associated with a lower share of OOP payments. Insurance types were significantly associated with lower OOP payments. Diabetes duration, smoking status, HbA1c, diabetes comorbidities (dyslipidemia and hypertension), diabetes-related complications (cerebrovascular disease, peripheral vascular disease, retinopathy, diabetic foot ulcers, nephropathy and neuropathy), education level and diabetes treatments were not independently associated with the share of OOP payments.
Estimates of total direct medical costs by GEE model A GEE model was used to further estimate the annual total direct medical costs for patients with type 2 diabetes by each patient's demographic characteristics, diabetes treatments, complications and comorbidities. The mean annual total direct medical cost for a patient aged 58 years, diagnosed with type 2 diabetes for 8 years, treated with only diet and exercise, and with no diabetes complications and comorbidities was $464. 40 . If a patient has any of the characteristics or complications listed in Table 5 , the annual direct medical cost is then estimated by the cost multipliers for other characteristics, treatments, complications and comorbidities. Every 1-year increase in diabetes duration was each associated with annual total direct medical costs 1.7% higher than those of the base case patient. GLP-1 RA treatment resulted in an increment of 202% in total direct medical costs. Dyslipidemia, nephropathy and neuropathy were each associated with 14.3-30.1% higher total direct medical costs.
Difference in total direct medical costs across centers As significant differences in total direct medical costs across centers were confirmed by multivariate analysis, further analyses were carried out to evaluate potential influencing factors of such differences. The mean annual total direct medical costs incurred for each center differed approximately six times across centers ($557.00 in center 11 vs $3,235.00 in center 1). To remove the confounding effects of outliers, 24 individuals whose costs above the three standard deviations of the cohort mean cost were excluded and the annual month total direct medical costs per patient at each center was recalculated. Significant difference still occurred across centers ($557.00 in center 11 vs $2,625.40 in center 2). Although significant differences in the share of OOP payments across centers were also confirmed by multivariate analysis, only centers 6, 8, 11, 12, 15 and 16 were significantly associated with a higher share of OOP payments compared with center 1 when the interaction effect of center and insurance type were entered into the GEE model. Hence, the insurance type could partially explain the discrepancy of OOP payments across centers.
DISCUSSION
The tremendous economic burden of diabetes makes the disease an important clinical and public health problem. A lot of studies on the cost of diabetes have been carried out worldwide. Basically, either of two methodological approaches was used in most of these studies: a 'top-down' approach or a 'bottom-up' approach. The 'top-down' approach uses aggregated population data and is based on International Classification of Diseases codes. Although this method is broadly used in developed countries, it is not practicable for China, because of the lack of documented data on healthcare uses of the whole country. In contrast, the approach might considerably underestimate the healthcare costs of diabetes, because only costs where diabetes was listed as the primary diagnosis or reason for healthcare use will be included, and costs where diabetes was listed as a secondary or tertiary diagnosis were often not considered. In fact, many patients with diabetes were admitted into hospitals or died from other diseases, such as cardiovascular disease or cancer. The 'bottom-up' approach is based on costs of individuals with diabetes. Costs estimates resulting from this approach generally are more precise. Whichever approach is used, studies can be carried out either in a prospective or retrospective way. Although the retrospective approach is less costly and timeconsuming, it can only be possible with sufficient observational datasets. In the prospective approach, however, complete consumption of healthcare resources and intervention can be made by the analysts from the questionnaires designed.
In the present prospective study, we examined the direct medical costs incurred over 6 months in 1,070 patients with type 2 diabetes and reported the annual costs per patient. The estimated annual direct medical costs per patient and outpatient cost per patient were $1,990.20 and $1,687.20 respectively. A retrospective cross-sectional study by Wang et al. 19 estimated a mean annual direct medical cost of $1,320.90 and a mean annual outpatients cost of $1030.10 in 2007. In the study by Wang et al.
18
, based on the data from 15 hospitals in urban China, the direct medical cost was $891.70. Relying on participant recall of medical costs, Yang et al. 5 observed expenditures for medical care were $908.60 for patients with type 2 diabetes in 2008, which were 3.38-fold greater than people with normal glucose tolerance. The present results are much higher than prior studies' estimations of costs. The magnitude of the difference between the previous estimations and our estimate could be due to the methodology, enrollment of patients, inclusion of costs, increased diabetes prevalence, increased use of healthcare, increased price of new antidiabetic agents, such as GLP-1 RA, and increase in consumer price index. Actually, all the three studies were carried out in a retrospective manner. In the study by Wang et al.
19
, 12.9% patients were enrolled from secondary hospitals, and in another study by Wang et al.
18
, 41.3% patients were enrolled from secondary hospitals. However, all the patients in the present study were enrolled from tertiary hospitals. In China, the level of hospital also has an important influence on medical costs. Hospitals in China are classified into three tiers: tier-1 (primary), tier-2 (secondary) and tier-3 (tertiary) based on hospital service, size, management, quality, safety, facility, medical technology and so on. Regarding the capabilities and medical resource availability in lower-level hospitals, and with no restriction in freedom to select hospitals for healthcare in China, patients often tend to seek care in tertiary hospitals. As tertiary hospitals can provide high-level specialist medical services, the charge for examination services and drugs are often higher than those in the lower level hospitals. It is thus reasonable to assume that patients' enrollment might partially explain the differences in costs between the present study and the studies of Wang et al. In the study by Yang et al.
5
, patients from both urban districts and rural townships were included, but the present study only enrolled patients from an urban area. The difference in patient enrollments could lead to the disparity, because there is rural and urban inequality in health services utilization in China. Outpatient attendance and medication use is much lower in rural areas. The latest estimate of the average annual total costs per patients by Huang et al. 20 in patients with type 2 diabetes covered by the provincial UEBMI in Hangzhou city (a provincial capital city in east China) was $2,780 in 2011.
Compared with other Asian countries, our estimates appears to be higher than those in Singapore ($1,575.60) 21 , Korea ($1,939) 22 , Iran ($152) 23 , Thailand ($551.20) 8 , Bangladesh ($314) 24 and India ($525.50) 25 . Differences in the methodologies, infrastructure and financing of healthcare, a country's degree of economic development, and gross domestic product might account for the discrepancy in medical costs of diabetes among these countries. However, our estimates were far less than those in developed countries, such as the USA 26 ($11,167) and Germany ($4,713) 3 . This seems logical, as China is a rapidly industrializing middle-income country, and the healthcare facilities in China are of a lower standard compared with those in many developed countries. However, as China has the largest numbers of people with diabetes, the total spending for all people with diabetes is huge. The total diabetes-related health expenditure in China was estimated to be approximately 51 billion in 2015, which was the second highest expenditure for diabetes care in the world 2 . Thus, diabetes imposed a huge economic burden on the Chinese government, and there is an urgent need for prevention of diabetes in China. Indeed, a large body of evidence supports lifestyle interventions can prevent or delay type 2 diabetes and thus reduce the huge economic burden of diabetes. Furthermore, many of these interventions are cost-effective and/or cost-saving 2 .
As expected, diabetes duration, diabetes complications, comorbidities and diabetes treatment were found to be associated with total direct medical costs. The present results have shown that macrovascular (cardiovascular disease and cerebrovascular disease) and microvascular complications (neuropathy and nephropathy) are associated with higher direct medical costs, which are consistent with findings from many other studies 3, 18, 22, [27] [28] [29] [30] [31] [32] [33] . Diabetic complications are thought to be the key factors in determining quality of life and healthcare costs. Previous studies have shown that hospitalization costs account for the largest part of diabetes costs 4, 34 . Patients who have developed late complications might require extra inpatient hospital care and a longer hospital stay 35 , which can result in an increase in diabetes costs. New data from UK Prospective Diabetes Study 84 also showed that diabetic complications are associated with substantial immediate and long-term healthcare costs, and that the largest average annual costs were attributable to amputation, followed by ischemic heart disease, myocardial infarction and stroke 36 . The costs were also reported to increase with the number of microvascular complications in patients without macrovascular complications 22 . In contrast, the present study found that the costs for patients with three complications were not significantly different from the costs for patients with two complications ($2,037.00 -1,751.90 vs $3,792.30 -7,316.6, P = 1.0). This difference could be due to a small sample size of patients with two and three complications (43 and 11, respectively), which might introduce potential bias to the cost analysis.
Long duration of diabetes was also shown to be associated with higher direct medical costs in the present study. Because of the chronic nature of diabetes, serious complications are always associated with long disease duration. An increase in diabetes duration can directly increase the risk of complications and then lead to higher costs.
Type of diabetes treatment was shown to have a strong impact on total direct medical costs. The earliest GLP-1 RAs, exenatide twice-daily and liraglutide once-daily, are available in China. As these newer agents have substantially higher drug acquisition costs compared with metformin and sulfonylureas, it is not surprising that GLP-1 treatment is associated with the higher medical costs of diabetes. However, long-term treatment with GLP-1 RA might have beneficial effects on glycemic control, lipids, body mass index and systolic blood pressure, which could be translated into reduced incidence of diabetic complications and improved life expectancy for patients with type 2 diabetes. The savings in complications-related medical costs could offset the higher pharmacy costs of GLP-1 RA, therefore the long-term treatment with GLP-1 RA might be cost-effective 37, 38 . Recently the price of GLP-1 RA has reduced dramatically; for example, the price of liraglutide was reduced by >40%.
After adjusting for variability in patients' characteristics, diabetic complications and comorbidities, there persists significant intercenter cost variation for patients with type 2 diabetes. This suggests that although different centers might provide comparable quality of diabetes care, there is a wide divergence in the pathways used to achieve that level of care, with differing associated costs. In fact, the Chinese Diabetes Society has created clinical guidelines for type 2 diabetes management, and the National Health and Family Planning Commission of China has also issued clinical pathways for type 2 diabetes management to support the clinical guidelines to be carried out nationwide. Thus, compliance with diabetes clinical practice guidelines might ensure that hospitals consistently provide high-quality care and reduce healthcare costs.
Although the social health insurance coverage had reached 97% in 2015 17 in China, the present study found that just 54.6% of total direct costs were covered by health insurance, and the remaining 45.4% was OOP payments. This represents a significant burden for the individual diabetes patient. The basic health insurance in China consists of three schemes for different social groups. The rural areas are covered by the New Rural Cooperative Medical Scheme. The urban areas are covered by the UEBMI, which is for the employed, and Urban Resident Basic Medical Insurance, which covers the unemployed, children and elderly. The UEBMI aims at covering outpatients and inpatients services for urban employees. However, the other two schemes reimburse mainly on inpatient costs, though the coverage has gradually been expanded to outpatient costs. The share of OOP for patients covered by New Rural Cooperative Medical Scheme was 74.6% in the present study, which is more than twofold of the patients covered by UEBMI (37.2%) or Urban Resident Basic Medical Insurance (38.5%). This showed an inequality in affordability of healthcare services. Fortunately, recently announced reforms by the Chinese government will begin the process of integration of insurance programs both across policies and regions, aiming to minimize the differences in funding and functioning of the various insurance schemes, integrate the residence programs, diminish urban and rural differences, allow individuals to access benefits nationally, increase insurance mobility, and to lower barriers to insurance use 16 . Several strengths and limitations of the present study have to be taken into account. One of the main strengths was the use of a prospective cohort design and reflection of real-world clinical practice. In contrast to many previous studies based on retrospective data in this area, more confidence can be placed in the accuracy of the data collected in the present study, because patients were not required to recall events for long periods of time. Furthermore, the present study collected data across different regions of China and assessed a comprehensive set of cost items, allowing assessment of different contributors to direct medical costs, and the possibility of exploring factors associated with differences in costs across centers. Furthermore, the present study assessed variations in costs associated with different patient demographic characteristics, diabetic complications, comorbidities and diabetes treatments, allowing assessment of direct medical costs specific to patients with different characteristics.
However, the present study also had several limitations. First, the generalizability of the results could be a concern. Although our study is on a multicenter basis, the patients only came from 16 urban tertiary hospitals, which cannot be considered representative of all patients with diabetes in China and generalizable to patients in other settings. It would be preferable to carry out a community-based study and enroll rural patients in the future. Second, the present study focused on the direct medical costs of type 2 diabetes, and did not include the direct non-medical costs and indirect costs incurred. It has been shown that the indirect costs might be higher than direct costs ranging from 30% to 56% of total costs 4, [39] [40] [41] . Therefore, the present study might underestimate the total costs of type 2 diabetes. Third, because of the lack of a comparison group (i.e., individuals without diabetes), we were not able to accurately estimate the excess costs attributable to type 2 diabetes. Fourth, comorbidities were broadly defined in the present study and we did not distinguish the stage of each diabetic complication either, which might have affected the cost differences. Fifth, the cost data for the 6 months might not accurately reflect the cost data of 1 year (this method ignores any possible seasonal variation that might exist). Studies with longer duration of follow up are still required to evaluate the annual costs of type 2 diabetes more accurately. Sixth, as no death was noted during the study period and no clinical data (such as HbA1c, blood pressure and lipid profile) were collected by the end of the study, we were unable to assess the effects of death and these clinical parameters on medical costs. Indeed, death and management of patients of type 2 diabetes could cause a substantial increase in medical costs. Seventh, as all oral antidiabetic agents were classified to one group in the study, the different costs incurred by different oral antidiabetic agents could not be determined. Indeed, newer agents, such as dipeptidyl peptidase-4 inhibitors and sodium-dependent glucose transporters 2 inhibitors, might be more costly than older agents, such as metformin and sulfonylureas. Finally, the present study does not provide information on the association between costs and health outcomes, hence higher costs do not necessarily mean better services or outcomes.
The present study, despite some major limitations, confirms the high cost for patients with type 2 diabetes. As the prevalence of diabetes in China continues to increase in the years to come, the potential costs associated with prevention and management of diabetes are expected to be huge. Diabetes patients with poor glycemic control, diabetic complications and comorbidities incurred substantially higher medical costs. Therefore, in order to improve the patients' health and manage growth of medical costs in the long term, the health system has to shift from a disease-centered to a health-centered model, and give priority to prevention of type 2 diabetes and to primary healthcare 16 . As different health policies and regional health inequalities have important effects on direct medical costs, further efforts must be made to optimize resource allocation in health service delivery systems and provide more equitable healthcare. The present reform is seeking to establish a gatekeeper system for care-seeking to optimize resource allocation by adoption of a hierarchical diagnosis and treatment system, and downward allocation of tertiary hospital-based resources toward community-based primary care facilities. With implementation of the healthcare reform, patients with diabetes could be provided with affordable and equitable access to basic healthcare, and the care could also be substantially improved.
